Methods.
For both scaffolds, analyses of the electron populations and volumes on the halogen atom were done using the ELF analysis. 1, 2, 3 Analyses of the electron density redistribution resulting from the intermolecular interactions were done using the non-covalent interaction (NCI) procedure with the NCI-Plot program. 4 ,5
ELF (Electron Localization Function)
The electron localization function (ELF) 1, 2 Offers access to chemically intuitive information beyond atomic centers incorporating bonds and lone pairs. ELF was determined for the scaffolds of molecule 1 and 2 using the TopMod program 6 with singlepoint calculations on optimized structures, performed with Gaussian 09 7 at the B97-D/augcc-pVTZ level [8] [9] [10] . The ELF function quantifies the amount of Pauli repulsion based on the conditional probability of finding an electron close to a reference electron of the same spin. The volumes delimited by an isosurface of the ELF function defines the localization domains (the isosurface used here is η=0.8). ELF basins correspond to minimal Pauli repulsive areas around a local maximum, and they are divided into core basins C (containing the nucleus) and valence basins V (bonds and lone pairs).
NCI (Non-Covalent Interactions)
The NCI procedure is based on the study of the reduced density gradient as a function of density. It enables to visualize the weak interaction zones between two molecules and gives access, in a qualitative way, to the magnitude of these interactions. The NCI (noncovalent interactions) plots were drawn using the procedure reported in Ref. 5 using the same singlepoint calculations on optimized structures as the ELF analysis.
